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[0006] tz.?>-?, Tm#/wp*mmftm izm%±fR<Dm&&mm'rz k&u i , 

fcjfiL^fe§S^ffl^S<5<^, JST»K **V\ mm<Z>&±*$. ^«<Z)® (Quality of 
Life)©<6T*rffl< RTIBtt^s-^^ft^tvSo tot, ±!ffiK&©J&SfKi£LT 

[ooo7] *mmmt, ±m<Dmm&Mfcir%tcmzmnfcmistc.i&$k, i, 

[0008] fiP*>,*|SWtt, 
1. &5£(l) 
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>V-A-4;vm$, NO.CF, Br. C1 N F N C T/i^/l^ OH, OR 6 , OCHF , C 

2 3 1-20 2 

oor\ nh , nhr\ nrV, conh . conhr 8 , conrV, cosr\ sr 6 . 

2 2 

S(0)R\ S(O) R\ SO H. SO r\ SO NH , SO NHR 6 , SO NR 6 R\ CN*5i 

2 3 3 2 2 2 2 

1-6 

Wb2] 

R 4 ° 

( 2 ) 

R 

1-6 3-6 

C T/l^—A'^v'^ OAr\ OANRV, OAN (CH Ar 2 )R 6 % OAOR\ O 

3-6 2 

ACN, NH % NHR\ NR 6 R\ l-\?^Vi?~/l'&&1zni-l?nVi?~/l'&&M , fe~$~ 

2 

R 4 *3 it/R 5 }*— JfcUSfcoTOYCK NHYO, R 6 NYO % NHYNH, R 6 NYNH 
*/cf*R 6 NYNR 7 ^r#^L, r^T* 

R 6 *5j;t^R 7 « % ±mtm^m&zmu 

1-3 1-3 

2-6 2-6 1-3 

2-4 2-4 1-6 1-6 

1-6 

co R 2 &ic9ku ^-e 

2 

1-6 1-6 1-3 
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R a *5j;tm b {*, JttlZttfSL&lX* C TJV^/vm. ANRV. CH OANRV, A 

1-6 2 

r 2 , CH-CHAr\ CH CH(OH)Ar 2 , CHO, CN. CH OH, CH OR 8 . AN(CH 

2 2 2 2 

CH ) NR^cteNRVSritBfcU 

2 2 

1-6 1-6 
1-6 

1-6 

1-6 

ANRV, AN(CH CH ) NR 8 N AN (CH CH ) O n AOR 8 *fc!4-<y^/VMt 

2 2 2 2 2 2 

R 8 , R 9 :fc>J:tfAte, ±mtmCM^^L;^X 

1-20 2-6 2-6 

1-20 2-6 2-6 

1-6 

Mfc3] 

— A-N Vr 8 , — A-lT^N-R 8 x 



\ xNR R -CH 2 K ,,R 8 

(CH 2 ) 0 (CH 2 ) p t)UStJ ' (CH 2 ) q 
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2. RUANRV^fcliW 

Mb4] 



—A-N \|-R 8 , — a-N^^Vr 8 s 



NR 8 R 9 -CH 2 ^R 8 \A„,'R 8 
v;N a, <{± ^< N 



(CH 2 ) 0 <CH 2 ) p klXi* (C H 2 ) q 



8 

R 5 i2, C T;v*;vm:mfc1rZ>. 1. IE«<DT^^/Viy^^^-^/Hl.W^J. 

1-6 

3. R b teC T/V^r/VS. CNtfcttNH Srlc^S. 2. IB*OTSi*^>^^ 

1-6 2 

4. R b fi. ANRV, CH OANRV^fcteCH CH N(CH CH ) NR 8 &lc5kL 

2 2 2 2 2 2 

R 3 fS, C 771^/1^ C T/V^Vl'SafefcittC T/V=¥^/VS(^C T/^=¥ 

1- 20 2-6 2-6 1-20 

2- 6 2-6 

1-6 

1-6 

6. R 4 :Jo£tflR 5 te:— if^oTOYO, NHYO x R 6 NYO, NHYNH, R 6 NYNH 
£fdteR 6 NYNR 7 £lc9kU ^i-e 

2-4 2-4 1-6 1-6 

1-6 
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2-^na7oi^/VS N 3-^h^rv-7^^VS, 2-bV7/l> 
;$-t2p<^vK7ai^/l^ 3-hy^/V^-n^^-/V7ai— /H, 4-fc°y> ? /l^ 3~fc°y 

Ztt. ^(2)-e^$tl^^lC*«x 1. /j^L4. <05*>©Wbi&>lofc:iegta>T3! 

9. R 4 *3itm S fi— iii^otOYO, NHYO, R 6 NYO, NHYNH, R 6 NYNH 

2-4 2-4 1-6 1-6 

1-6 

10. Ar 1 ^, 2-=ho7;n^/V^ 3-^C2t2^^ 

2-^nn7x^/H, 3-^h3rv-:7^=/l^ % 2-^3^:7^/1^ 2-hy^ 

/VS. 2-t°yv?/V^fc«2, S-^nn^m^yV^lc^-rS. 9. fe^T^A- 
Zf* % CO R 2 ^r#*-r^^ 1. &V>L4. (D5*>^)fsr^^lo(vl|S^OTM^v''7A^ 

2 

12. Ar 1 ^, 7x=;Vl, 3-— hn:7;n— 2-^hn^^^/^, 3-^nn7i 

2-^dd7x^I, 3-^h^r^oi=yvS> Z-^^^a^/l^ 2-hy^ 
/l^-a^/l^^/l^ S-hy^/l^n^/K^^/^ 4-fy^S. 3-t°y^ 
^ 2-t°yv ? /^*7i«2, 3-V?vu7^~;vm&mfct^ 11. fE«OT§J# 

13. ^^^n^gp^«t: o yv?^-t?fcf9;^:bT 

ztt, co R^lcgfc-TSx 1. &VU.4. ©5^©^nd*lolc|B«OTS!^V^A^ 
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~;vm, 2-^nn7x^/H, Z-*\>*^7^/V^ 2-^h=¥^7x^/VS, 
;^n^7x^;H, a-hy^/i^-n^A^-zi^ 4-tfyvVi^ 3-fc°y^ 
/l^, 2-t°y> ? /VX^cf*2, S-^nn^oi^/V^^lc^i-^, 13. lEm^TM^ 

15. i. mM<DTm*^vj*^*;vm^m*^-tz>mm. 
«^^-efes. 15. ^m^mm. 

17. ttflE-£Ste\ >kJJE*\ >kj&2£> 4>gf*fflKK SbMS 

T^a^*fcw:as-e&5, 16. fe«<DBii % 
is. i. &m<D&(i)i*m£tiz>fc&Q> s *<Dmm\mmzfizms.td&z:tit> 
<Dmmn®<om&tt&tt%^b**bt£z>, &m±. ^mm. ^mmm. 

19. 'Me*, w<£u <^iMb. mm&Tfmm. mmmt. 

[ooo9] £tr. %.imffliz*mmm.W'rz>o 

^y— r c j tev-^n^ rphj ra^^/v^rfcsfci-So 

[ooio] wr, ^Bj^a^f^fBtt-ra^mms^Bj-r^o 

toon] ^ny^^u-a*. 7^^^, m^j^, M:mw^&£xf=}t?mw^&mif 
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[0012] c r^/^mtvxnmm. ftt&&tn*.mvt<oh<n&'StLti. m*.&. 

1-3 

[0013] C T^/WSfcLTiSfligL ^(ft*fc»ai*tOt>©^*^ fllfctf, _L1EC 

1-6 1-3 

TA^/v&KW fcg^PxX, n-/f;H, i-^^/vS, s-^m, t-^^ 
/VS. c-^f/vS, n-^yf;vS, l-^/l'-n-:/^/!^ 2-^/v-n-:/^vv 

3-^f^-n-/f;H, 1, 1-S^^/l— n-^n fcVH, c-^yf;H, 2-^ 
^-c-y^/V-S, n-^v7l^, l-^f/W-n-^yf/H, 2-^^-/P-n-^^^ 
/Vi, 1, l-io^/l'-n-:/^/!^ l-^/V-n-:^/^, 1, 1, 2-hy^/V-n 
-^ntVVS. c-^^-iz/H, l-^/l'-c-^^/l^ l-xf;V-c-^f-;H, 

[0014] c T/i^/i^b-Cteiim ft&itfz.femtf:<Di><Di!)^izti, -hISC 

1- 20 1-6 

^Vl^ 2-c— ^vVV^/V^ 3-c— <>"?VV— n-^nfcVl^ n-/^/l^ x 3 
c-^^^;k-n-^nt>S, 4-c-^;x5vV-n-:?^/l^ n-^>/l^ 4 c—- 

i//V- n-^^/1^, 6-c—O-^/P— n— 3^/V-^ n-K^V/V^, n-hy^iX/k 
n-7 L h^^v'7V^ N n— 'O^T^/V'Sk n-^^rl^v'/l^ n-^^^v^/V^ 

[0015] C T/V^/^irUTfiiH^^cfi^iI^O^O^-^^tb, #|;Ui> xvt^/i^ l 

2- 6 

-^n-^/l^ 2-:7 p n-<-/l^ > l-^/V-l-^r~/l^ 1-^-/1^ 2-Zf 
"r^/um, 3-yr=-/um, 2-/f;V-l-7 p p^=;H, 2-^/^-2-^n^rvi^ 
x \-=c.=f->VaL*r-;V^ l-^f/k-l-^O^^S, l-^^/V-2-7 B C2^<-/V^ x 
l-^^x—/l^ N 2-^ly"r=-;vm, 3-^^-/1^. 4-^^=-/U^ l-n-^a 

2-^^7V-2-^i3^=/V^, 2-^/W l-:/^/!^ 2-^/1—2 

-3/7^/1^ 2-^/^-3-:/7^/^ 3->f;wi-^r=/H, 3-^f;^2- 

y^T^/l^ 3-7«^/V-3-y>^/^, 1, 1-^^/1^-2-^0^^/^, 

otVvxr^Ss 1, 2-^^/1^-1-^0^—/^, l, 2--J^;v-2--fn^=. 
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^*c±^./]/M, O^/vm, l-^;v-2-^0"r=-jv^ i-^;v 

-3-^>y L =-ji'm. l-^f^-4-^yf^;H, l-n-/f;wxf-;H, 2-^ 
/U-l-^^~;um, 2-^)V-2-^y^r=-)V^ 2-^;v-3~^yy-^-)V^ 2- 

3-^A--2-^>^r— 3-^f^-3^yr^S, 3-^^/p-4-^>- 
3-^^/1^-3-^^—/^, 4-^f;wi^yr=;H^ 4-^/^-2- 

^^r-/l^ 4-^/1^-3— 4-^^-4-^^— 1, 

^/v-2-^x=/^S, 1, l-vW/v-S-^xvi^ i, 2-*J^/v-i-7"r=-/v 
l, 2-^^/v-2-^^^/v^, 1, 2--J^;v-3-^^vm, l-^;v-2- 
^jv-2--7vi^~)V^ i-s-7'f;v^T^n x i, 3-^f;v-l-^r^;H 
, l, 3-^^vv-2-:/x— l, Z-^^;v-3-y^r^;vm. l-i-^/v^T 
2, 2-i?^;V-3-^^;vm. 2, 3-^^/V-l-^^^/VS, 2, 3-v^ 
fVV-2-;/^/l^ 2, 3- v^/^-3-;/^/l^ , 2-1-^)3^-2-^13^^ 
3, 3--J^f-/v-i-y"r^/vm. l-xf;l/-l-^f=;H, l-xf;W-2-^ 

tVV-2-^n^^7V^ x 2-^/V-l-^^/l^ 2-^/^-2-^7^/1^ 2- 

^/vs-^^/^m, 1,1, 2-yy^;v-2--7u^<^v^ l-t-^/v^— 

^ l-*-=5-}V-2-^;V-2--?n^~>\<^ l-i-^otVV-l-^n^^/V^, 1-i- 

-^ti\i a /u-2-yu^<=i^mmwifhti^o 

[0016] C T^=/«<hbT}*ii:^*fc{^l^^©^^*ttx fflx.i$. ^^m, 1 

2-6 

-/nt^/H, 2-^°nt°^/^, 1-:/^-/^ 2-^fx;H, 3-^fx;H, 

i-^^-/v-2-^ p nt°^/v^ % i-^<>^/vm, 2-^^~/um, 

, 4— 'O'^— /l^, l-^^/V-2-y^^/WS, l-^^/V-3-^^^/V^ x 2-^/V 
-3-^^-^/VS, 3-^/P-l-^xvPg, 1, l-^f/W2-ynt'^i, 2- 
^^/V-2-7 P nt°^/kS> l-^v-— /V-S, 2-^^rv-^/VS, 3— ^3rv^/l^ 4 
-^dr>>-/VS, 5-^=3r^/VS, l-^/V-2-^^~/kS, l-^Vl— 3— O 
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-l-^<l<"?~/i'^ A-^;v-2r-^y=T^;v^ 1, i-i?^;^-2-^f-=;wS, l 
, l-^^/V-3-^^=/V^ % 1, 2^f/W3-^f=/H, 2, 2-^f;W3- 
^^S, 3, 3-i?^Wl-^;VS, l-^A—2-:/^/VS, l-a^vV- 
-3-^^/1^, l-n-7 p i3tVV-2-7 0 tit o ^/^ % 2-^^/1^-3-^^^/VS, 1- 
^^/V-l-3i^-/V-2-7 P nt^/P^, l-i-7 B ntVV-2-^ p nt 8 ^/V^^^5^(f^ ) f t 

So 

[0017] c T/i^^rv-S^L-tktEgL #^;fcttf!MK©t><Das^£;h,. 0»J;ttf, 

1-3 

[0018] c T/v=^>SiU-c»E^, fr&itfctemW;<Dh<D&^i&i, M*.t£. -hSEC 

1-6 1- 

T/^*ism\z:m7it&Ktia%.x. n-zfh^m. i-y'h^ym. s--?h*->&. t- 

3 

zfh^>m, c-zfh^ym, n-^^/^^ym, i-^/v-n-^v^m. 2-^ 

/Hi-^S, 3-^/k-n-:/Hri^ 1, l-^^/V-n-^n^^v-S, c- 

-OT-^tt^m, — '^/Istt^m. 1, l-vWA--n-:/h=3rv-^ 
x l-^/W-n-^h^rv^ 1,1, 2-hy^/W n-^n/tf^rv^ c^^/V^ 

[0019] C T/V&~/Vtt^mbVXfZmmtttteftm<Dh<D&&&tl. m%.&. 2-^n 

3-6 

^-/W^-dri/S. 2-^^^/V^-dri/S, 3-^x-/V^^S, 2-^/V-2-:/n-< 
^Vt^l, 1-^^/1^-2-^0^^ Astti/^ 2-^yf-;^i/S, 3-^^ 
^-/V^-dr^^ % l-^f^-2-^7=Wv'i, 1-7^ 

^-3-^7-/^^1, 2-^^yV-2-^n-<^/^drv'S N 2-^/V--2-:/^ 

1, l-vW/v^-^n^^/v^v-^ i, z-SW 
2~^?±~A<ttism* 3-^*r±^/Vtti/m, 4- 
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Actf-3rv^ 2-n-^nfcVW2-:/a^^vl^-3rv'3^ 3-^;V-2-^yy-=-;V^ 
3-^/^-3-^^T^^^^ Z-^tv-A-^yr^vir^rl/^ 3 ^ 

^rv^x 1, l-v ! P<^V-3-^ , X-^^v'^, 1, 2-> ? P<^/V-2-^^/V^-dr>' 

1, 2-^^/P- 3-^^=/^^^^, l-^^/l— 2-^^/V-2-7 B D-<^/V^- 
=¥VS, 1, 3-^^-2-^^^/^=^^^, 1, 3-^f/W3-^f= /Ptf-^V 

2, 2-^^/V-3-^^^/V^-^^S, 2, 3-^f/W2-^;>t^S, 2 
, 3-^^/1^-3-^^/^^^^, 2-i-7°ntVl^-2-7 e i3^^7V'^-drv'S. 1-^ 
^;V-2--7*r~;vtt^^ l-^;v-3--? i r~jvtti/m, l-n-^dfcVW-2- 
ya^t^^S, 2-^/V-2-^— /P^v^, 2-^/^-3-^=-;^ 
^v-S, 1, 1, 2-by^/W-2-^n^=/l^=¥v'S > 1-^/^-1-3^^-2-^ 
✓<-/l^-=¥v^ 2-^/^-2-;/n^— /Vo^v^, l-i-^ e ntVl^2- 

[0020] C T/V^/V^^rv-S^bT^ill^^fc^^llS^C*^^, 

3-6 

M'^;v^r^m. 2-^=-/^^iym, Z--73-~;vtt^m. \-*f->v-2-~7xi\? 
^•svtti/m. 2-^y^-~?vi>r^sm, 3— O^^/v^v-S, A-^/^—fVUr* 
l-^;v-2-^=-7V^r^m, \-^?v-z-zr^-=.;var^y^ 

l, i-^^/v-2-^vm°^/v^r^ym, 2-^;v-2-zfn 
2^^r^;^^S^ 3-^i/=-;Vtti/& % 4— ^^r^;^ 

2-^;M--iyf=;vt^S, 3-p<^/W-4-^V^-^^r^, 4 
-^f;v-2-^yf^t^f^S, 1, l-^f-;P-2-^=;m^S, 1, l-v^ 
^/1^-3-^^^/^^r^. 1, 2-*?*f/V- 3-Zf^^V^l/^ 2, 2-^^/V 
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[0021] C T/V^^rv'^/^=./^^LT«Ii:^ > #*&£^#:|fc©t>©tfS^tfX, #1*. 

1- 6 

2-**?;V- n-^b^-^^^^M, 3-^/V-n-yb^>^/^=-^^ 1, 1 

-c-^>=3f-v-^/V^n/V^, n— ^^/V^vO^/l^—/!^ l-^;V-n-^l/=f- 
A>tt*s1lJV&—A'^ 2-*^-;V-n-^?-/Vtti/jj;V7$~;vm, 1, 1-v^^Vl- 
-n-^3rv-#/l^-/l^ l-^^-n-:/^^/!^-/!^ 1,1, 2-hiW 

yf;m>'*;^;i'S, l-^/v-c-:/h^;*7/i^~/vS, 1, 2-v^5vv-c 

[0022] c T/v=¥i^^si:ui:«, ^u>m, zfn\fu^m, y^u^mm&mfbtiZo 

2- 4 

c T/^u^mtL-xn. _hiBc 7Mvyi(^iffcSi:ip^t, -o^v 

2-6 2-4 

[0023] 0^LV ^klsXteSlTiDm^tDtfmif hfh%> : 

[0024] 0^LV^(2)-e^$tl^Sib-C{i^TCOPW©^^^ : 

^•r>-2-4/^m, 5, 5— ^^-A^-2-^y-l, 3, 2-i^-=¥lJ-^*y^V-2- 
^SSSitM, 6-^/1-2-^-1, 3, 2-v ? ^-^^^y^V-2— T/VSo 
2. ^^i^xjJn^/V-S. 5, 5-^^/1^-2-^y-l, 3, 2-i?tty-fcxWf 
>-2-4/l-m^Xf4, 6-^f/W2-t^y-l, 3, 2-^^^^vr>-2-^ 
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[0025] ^U^Ar^LTte, ^T<£>P<£>t><D^#tf hfl%>: 

1. 7x-;vS, 2-— hn>^=/vS> 4—^ 

-^t^r^^—A^ 2-^h=^>:7^/VS % 4-hy:7/l^-n^/K7 3 ^/VS. 3-hy 
^/i^-n^/l^^/VS. 2-W7^n^;V7^;vm. 4-t°y^/VS, 3-fc°y 

2. :7a^vS, 3-^hu^^^/P^, 2-^ha^ai^yVS, 3-^nn7x^;H, 2-^ 
pn7xx;H, S-^h^vC^—/!^ 2-p<h^^^^/V^ N 2>-W7 ;X>jrxi^;V 
y^;vm. 2-Wvjrn^jV7^=.;vm. 4-t°y^/^, 3-fc°y>V]^ 2-fc°y 
v7l^:Jo<£TJ*2, 3->^nn^~/l^ 0 

3. ^—/l^ 3-~hn7^~/VSs 2-^ho^ai^/^ N 3-^nn^ji^/^, 2 ^ 
nn7x^I, 3-^h^r^^^/WS. 2-^h^r^^/VS. Z-Y^y )V^rn^;V 

yzn^m. 2-hvy/^ti^/vy^=./um, 4-t°y vVi^, 3-fc o y^s*5J:t^2 
-t°y^/vs 0 

4. 7*:=./]^ 2-=-Yvy^=-/VW;, 3-*Y*ri/7x.=-/V^ 2- 

4-H°})i?/um, 3-K°])i?/Um&£Xf2-K°Vi?^m o 

[0026] 0£bv ^R a £LT^T<^<£t>o^ : 

1. c T;^;H 0 

1-6 

2. ^f;H„ 

[0027] 0 £LV ^R b £UTte^T<^P<^^>(^ W<b*v5 : 

1. C T/W^S, CN&itflSTH o 

1-6 2 

2. p^Vl^, CNSoJlt^NH „ 

2 

3. ANRV, CH OANRV&J^CH CH N(CH CH ) NR 8 C 

2 2 2 2 2 2 

4. CH OANRVo 

2 

5. CH OCH CH NH 0 

2 2 2 2 

[0028] 0*bV ^R 3 £LTte^T<0|^t><D/^(:f btb5 : 
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1-20 2-6 2-6 1-20 

2-6 2-6 

1-6 

3. ANRVt^lCftit: 



-A-N 



N-R 8 



-A-N N-R 



,NR R 



8r>9 



(CH 2 ) 0 



" ch Vn' r8 

(CH' 2 ) p 



(CH 2 ) q 



4. 8C5£ 



CH 2 Ph 



CH 2 CH 2 N 



Ph 



CH 2 CH 2 N 



^l-fePh 



CH 3 



CH 2 CH 2 N 



.Ph 



Ph 




N 



CH 2 Ph 




N 



CH 2 Ph 



. Ph 

-OH 

Ph 



[0029] #P*LV ^R^LTfiJ^TO^O^O^^^^ : 

1. AN(CH CH ) 0 0 

2 2 2 

2. CH CH N(CH CH ) 0„ 

2 2 2 2 2 

[0030] *&w<D7£(i)^m£tiz>fc&yox^ m&fc&vsmwk&mx-hzt&ttv 
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[0031] mmmzft&vm>&£Lxttmm. ^t^mmm, mmm, &isw*>m 

[0032] ^b<f*. mmmd&xft^^v^mm^mf btiz> 0 

[0033] mmm^otvxn, giwt^L#^^t*tiii, mz.mmts*hZh(DXteti: 

c Mitmaz. amm, ^/-/^m^mif^t^x^ 0 
[0034] ^mo^Dxm^ti^t^. z<Dmmmz.wmtsti%m.titite%:tib<DM 

tvxi&j*x%z> 0 &mmm<Dmmmti,x, h^^m(D^mmt(Dm^ti,x 
&5-x%z> 0 *mw<D^(i)xm£nzfc&mxmftx&^xi>£\,^, -i&mz 

mnmmw^ nmz.&ommx%z> 0 w*>. munw^tmn^mmnu mnm, & 
mmm, mmm. ^smm. ^-y-^^nm<r>mm^mx^ 0 ma mm 
mn, Tk&ttteM&mmm. mm, %mm, ^v^. ^j^^m^mxho 
xx< , tLtcte&m m Kfr-atcizmom ^ fmrnxmu-r^^^y^tL-x^ 
tix^zw mmmm*. mm\M. mm. ^^mtzmutm^^mn <nma 
M$r£ttz.tftx%% 0 mMfo&i*-fz>M&temmtvx&t§.x%% 0 mm**** 

vj*. "tfrhnm&mm. m^ftmm&m%\tLx, ^m^^x^utm. i^^j 
, a&fMm%i)Qz.z^b&x%z> 0 mtm*. ^^tc.\zm^mmmm^mmx,n 

[0035] *mw<DMm&Khic&j§--tz>m&te. z<D&$.m&&%-<D^^ ^mm^^ 
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< *-ct> ®mx%>K> , &^m*B#<Dmmz$>totxikfe£]riz>o 
[0036] ^«^ffl-rs#ffli^bTtt, Tm**is?^v*MKmf¥m&m'tz>£:(i) 

Mtfttotett, >bm*. fo*^ *L^tt*tt»^S«IIRtt^«ElR, SbJUR 

[0037] *38«©s:(i)-«$n^b**i4, i, 4— ^Kntryi^^b-a^SflMb-t-s*^ 

fcte, 1, 4-^tKnt°y^Wb^^l^{3ie^^Ai-5r^(cJ;«9$i5t-C#5o 
[0038] JBfi*«feSr^— AUCjgcf. 



[0039] ip*?, xm:tsfvbi\&®<Doib, <£mm^vmn&&K e yi?>m 

[0040] s&u *»w©^(d xm&*vbi\&m<no^ isms^rvmnft&i, 4-vw 




(i-b) 
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LTX{"i > mmm^, liHf, 3-?iI^, p^^/Ww^^v-^ s*?hA'=f 

[0041] #43, l, 4-^tKntry^b^» (3) <d5*>, zas^(2) -e^^^SSric^-rs 

fc-a^te. ^^Bg59-161392^#, #^Bg60-69089-^^, #§gBg60-24 
8693^£#, #PiBH60-258194^^, #|^Bg61-30591^k# % #§§Bg61 
-37793^£rfg x #HiBg61-63688^-4M$> #^Bg61-210092^#, #^B§ 
61-254596-^-^ N #§{§Bg62-169795^k$ft, #H|Bg62-l 69796^4^ # 
^Bg62-195392^# % ^BH63-68591-5§-4M$. #^Bg63-233992^# 
, ¥01-1 1 3398-^^*5 J;t^#|B ¥01-27559 l#42t«K:R«©3R3it^jSfe 

[0042] */c, 1 , 4-v ? tKnt°y^b^ (3) Op*>> Z^CO R 2 £lc9k1-5tel^5te> # 

2 

P§Bg58-167569^-4HS> #§18855-301-^^ #Hi§Bg57-171968^-<2M^ 
#^Bg60-97956^# > #$§Bg49-108082-^-<k$&, #MBg52-5777^# 
, #PgBg47-34368^^, #^Bg47-34369^^ x 4#H§Bg52-59161-5§-<£ 
38, 4#HBg55-9083^-^. #PiBg60-233058^#4oJ;U?#^BH58-6766 

[0043] WT, *»WSrlHIS«»!:T»Jfc^«^, ^&©llli0!lfc:rae>IR££ 
Mb8] 
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(8) (9) 



[0044] mmmiz.mm<D^m(5)i^^m^2-i3822i^Am^mm^titc.mm'\2 
KftoTjRjgu ^#»(6)^ ^m^2-i3822i^Am^mm^titcmimu- 

mi&mz.mm<mk&M (4) (5) ^^^/WN^K-e^^^wku^^ 

[0045] %mm.^M(T)\\^m (7) W\ #HBS57-171968-^^(^4fe^M^&^ 
Wb9] 
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"CH 2 Ph 



(3a) (7) 
fb£4fc(3a)l. 0097g£32. 5%ffimz.Ua*.. 50rCX*15&mm&Uto Wfflk. 

^=W^=1 : 1, V/V) fcUW S «J*Hfr#l*U fc*feJWK«>fb£*K>. 7193g(76 
NMR^^h/H300MHz, CDC1 , 8 ):1.00-1.20(1H, m), 1.40-1.80(3H, m), 

3 

1.80-2.20(2H, m), 2.30-2.55(2H, m), 2.61(3H, s), 2.60(3H, s), 3.35-3.50(2H, m), 
3.57(3H, s), 4.75-4.87(lH, m), 7.20-7.60(7H, m), 8.08-8. 18(2H, m) 
[0046] ft&ft&fbg&O. 7070g^nn7}N/WA200mL^j;t^lmol/ / L<D^^100mL 

1k&V9(7)0. 7270g(89. 8%)£#fCo 

[0047] mmm\mm(oi\&® (8) m^57-i7i^s^m.\z.wm.^>m^^ 

Mbio] 




(3a HC1) 



fb-£4&(3a)<&:£i&J£:L. 01g(l. 86mmol)£r529mg(3. 73mmol)03^>ft:^ 



WO 2005/051402 



21 



PCT/JP2004/017490 



A(55%)244mg(5. 59mmol)^»U 3~6^4R#|?^#bfco #bftfcSJS 

^y^7^40g, ^^/V/^1^=2/3)Ti*§^fc£r;E>, B#J<DN-p<fVV 
#:237mg(24'. 4%)£^jtfe?ft#^Ur#fCo 
M?ft^^207mg{C200mLO^ntn^/V^^100mL(Dlmol/ / 'L^^^PX., }g 

#B#Pe^37. 88£\ 39. 82#<D2#<Dfc°— ^^gftLfco 

[HPLC^#] 

#7-^ : L-columnODS 

W-WM-.CU CN-0. OlMaq. AcONH =3/2(v/v) 

3 4 

Jft*:l. OmL/ft 
MM: 40^C 
lg^:254nm 

[0048] H*0dK|EiW>te£'4& O) fit, #^Bg63-233992^#0^»j25^|E^O 
(3b) vC l#fcg&g&i£AUfc#, ^*£(2i£^i£) tir^tK XV 

Wbii] 




(1eq.) 

1) <} Vj(CH 2 ) 2 CI 
h W HCI , 



\ / — o c 




NaH( 2eq. ) 



H 3 CT N 
H 



2) HCI 



(3b) 
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[0049] mmzmrn i : mm.mwmm (bhk ceiis) \zm$i$ j &tcTmca^*MzR&~r& 
m 

Wakamori M. et al.(£>;fr$fe (Wakamori M. et al.: J. Biol. Chem. 273, 34857-34867, 
1998) (£2pC, TlCaft^(a ) (Perez-Reyes E.: J. Bioenerg. Biomembr. 30, 

1G 

313-318, 1998) S£fi^$'&fcHHK (baby hamster kidney) ftHJi^ffiV vCwhole cell 
patch clamp&K,£5«^£Sl^lfti¥«£fTo/Co 

»JSE*fM©CaS«E*(ioo%) ^i-5^M^^<©Ca«^a*li®J^( 

[*1] 





M(mM) 




mm 


(4) 


10 


23. 9 


2 


(5) 


10 


53. 9 


2 


(6) 


10 


43. 6 


2 


(7) 


10 


45. 8 


3 


(8) 


10 


30. 0 


2 



[0050] 3S£J®f*$*0lj2 : Hi?L»l4MJ3& (BHK cells) fcJB^iirfcLSWS ^TMCa^^MZ 

Wakamori M. et al.O^fe (Wakamori M. et al.: J. Biol. Chem. 273, 34857-34867, 
1998) fcipC, L^Ca^^M'&SV ^iT^Ca^^ ( a ) (Perez-Reyes E. : J. 

1G 

Bioenerg. Biomembr. 30, 313-318, 1998) Sr^^.£-frfcBHK (baby hamster kidney) 
MSrffiV >Twhole cell patch clampfefCiatg^^a^WMS^fofeo 

#Ca-r^->-m^^, m«{4-80mV^^L/ciBilS{C^^^^ (LlCaft 
^/WilOmV, TMCa^-Y^/V{i-20mV) &^;t;fc£#<D[*l fa^mffitLrX 
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[^2] 







P£»(%) 


mm 




10 


48. 9 


5 


im 


10 


9. 9 


2 



[0051] w?\mi 

[3g3] 

lOmg 
700mg 
274mg 
16mg 
lOOOmg 

5£ (1) T^$tV^t:^^?L^60^5/iy^<D® ^MUfCo 3-^^-^120^ 

-lmm) utfL ^b^o mbntzm 1 mmn&Mmffi(i2/6o*y^)x~mmv 

[0052] ^J^J2 



HPC-L 
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J&£ i£(l)TS&tVS>ik&fo lOmg 
?L*tF 79mg 
=i— ^- lOmg 
^tT]) V&tv?%?sVJ* lmg 



lOOmg 

[0053] $m\M3 

j$& ^.(Dx-m^ti^it^m i5m g 

?US 90mg 
z3— =f- 42mg 

HPC-L 3mg 

150mg 

nlf;kt;H3-^ (HPC-L) *i§3&£:}&&nU ag&UfcgL $£*iLfCo #£>tl 

[0054] M^J4 
[«6] 
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IQmg 



mm 



30mg 
5mg 
15mg 
150mg 



90mg 



CMC-Na 



^ (1) ^£1V£>4k&tbb3iMkffl£&'K/V>v~^ CMC-Na (J3/V^^^-;V 

[oo55] mmM5 

f$ft #:(i)x*mtiz>{b&yo loomg 



[oo56] *mw<D4t&m*, m^^TM^^^^/Hmffm^m-r^t^h, 

Jfc-JEE. 'fr*f6:i8«fctf£*&<BfC (Quality of Life) \Z.m&W& J *iLZ>Z.bti:<>bmi:. 'fr 
(DM (Quality of Life) £#JtUt±fE^S^i-5?&l^£i^«^^T*#6o 



lOOOmL 
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— ivi^^^/vs, trysts, ^y/i^&it^, i, a-^n/ttv-irryr— 

/V-A-^/vm^ NO , CF , Br, CI, F, C OH, OR 6 , OCHF , C 

2 3 1-20 2 

OOR% NH , NHR 6 , NR 6 R 7 , CONH , CONHR 6 , CONrV, COSR 6 , SR 6 , 

2 2 

S (O)R 6 , S(O) R 6 , SO H, SO r\ SO NH , SO NHR 6 , SO NR 6 R 7 , 

2 3 3 2 2 2 2 

£*vO£>J;<, rr-e 

1-6 

-T^st^te, i, ^^tKotry^s^tttry^s-cab^; 

Wb2] 

R 4 O 

? a ^- ( 2 ) 

R 

R 4 4o.ttm 5 ^, ^rtu^tUHl^b-C, OH, C T/V3=¥v'S, C T/V^/K^v' 

1-6 3-6 

C T/l^— /V^v^, OAr 2 , OANR 6 R 7 , OAN (CH Ar 2 ) R 6 , OAOR 6 , O 

3-6 2 

ACN, NH , NHR 6 , NR 6 R 7 , l-K°^Vi?-^m$.tcm-K 0 uVi?-SUm&ni&ir 

2 

%t>\ R 4 33£Xm 5 fe— ii^otOYO, NHYO, R 6 NYO, NHYNH, R 6 NYNH 
*fc«R 6 NYNR 7 ^lc^U, r^-C 
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1-3 1-3 

2-6 2-6 1-3 

&mizmm£tix-b£\,\ )&mq£u tvx 

2-4 2-4 1-6 1-6 

1-6 

co R 2 &#gfcu r.r-c 

2 

1-6 1-6 1-3 

&tixi>£\,\)&mi&u 

R a *5itm b fi, ^rivenaiicbT, c r/i^/^m. anrV, ch oanrV, a 

1-6 2 

r\ CH=CHAr\ CH CH(OH)Ar\ CHO, CN, CH OH, CH OR 8 , AN(CH 

2 2 2 2 

CH ) NR^fcteNRVSritSfeU r^-e 

2 2 

1-6 1-6 
1-6 

1-6 

^^^n^gp^l, 4-^tKnt°y^^-efc§^#, R 1 ^ C 7;^;H, 

1-6 

ANRV, AN(CH CH ) NR 8 „ AN(CH CH ) O, AOR^fcra^^v^StrS 

2 2 2 2 2 2 

R\ R^^tFAfci, ilEirl^Clc^^U^bT 

R 3 te\ 7RiiiJSH\ C C T/Hr~/V»L<teC 771^~/H(^ 

1-20 2-6 2-6 

1-20 2-6 2-6 

1-6 

Wb3] 
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—A-N Vr 8 > — A-N^ll-R 8 



,NR 8 R 9 -CH 2 hl ,R 8 \y^K,'R 8 
(CH 2 ) 0 (CH' 2 ) p (CH 2 ) q 

[2] R 3 fcfc x anrV. titctelkiZ 

— A-N^^N-R 8 > _ a _n^n-R 8 * 
,NR 8 R 9 -CH 2 kl ,R 8 - ° 8 



(CH 2 ) 0 (CH 2 ) p *>^»* (CH) 



8 

[3] R b nC T/V^;vm. CN*fcf3NH ^IcSfc-TS, f»^2|S^OT^^>»>A^ 

1-6 2 

[4] R b }3:, ANrV, CH OANRV^fcteCH CH N(CH CH ) NR 8 -Sr#*L, 

2 2 2 2 2 2 

1- 20 2-6 2-6 1-20 

2- 6 2-6 
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1-6 

1-6 

[5] tii^roWftl, ^v^tKnt^^^-efeO^LT 

[6] R^^TJ^R 5 }*— »:^otOYO, NHYO, R 8 NYO, NHYNH, R 6 NYNH^c(i 
R 6 NYNR 7 £!c9fcU ---C* 

2-4 2-4 1-6 1-6 

1-6 

[7] At 1 }*. 3-=bo7x^;H, 3-^op7x-;1/S, 

2-^nn7i=;H, 3-^h^7x=;H x 2-^3fv-^=/l^ N 

[9] R 4 jo itFR 5 }*— $f i^oTOYO, NHYO, R 6 NYC\ NHYNH > R 6 NYNHSfcii 
R 6 NYNR 7 £;§C9*:U 

2-4 2-4 1-6 1-6 

1-6 

[10] Ar'te. :7^~/l/j;, 2-— bn:7^~/W^ 3-^nn7x^/H, 

2-^nn:7^/^ S-^h^v'yx^/H, 2-^b^>^^/^m. 2-h})7 /^v* 
^-?V7^;vm, Z-Y^/V^ria^;vy^/vm, 3-fc°y vVl^ 2- 
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2 

Ar 1 ^, 7x-;H, 2-~hu7^~/^, 3-^nn7x-;VS, 

f;v7i^;H, 3-hy^/v^-c3^^^^^/v^, 4-t°y 3-t°y v7i^, 2- 
2 

2-^nn7i^i, 3-^3rX7;n=/l^ 2-^h^ri/^^^/^, 2-hV7 

^vv^^/i^ s-hy^/^n^/K^rvi^ 4-fc°y^s, 3-t°yv>/^, 2- 
Bfria^s^, ^ietc. *£j^^ >mm. x>mm. mumpfmm. mmmt. 

^jm^m^ mmmit, »^ 
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Claim 18 is relevant to methods for treatment of the human body by surgery 
or therapy and diagnostic methods, 

2 - Ell Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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This International Searching Authority found multiple inventions in this international application, as follows: 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 



claims. 



As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
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As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest j^e additional search fees were accompanied by the applicant's protest. 

□ No protest accompanied the payment of additional search fees. 
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